a8>B*mwfft (jp) 



(12) & ^ ift |f ^ ^ (A) 



(ll)»»aMK*W## 

^W¥10-279578 

(43) ^IIB ¥i£10*P(1998)10)!20B 



(5Dintci. e mmn f i 

C 0 7 D 405/04 2 1 1 C 0 7 D 405/04 2 1 1 

A6 1K 31/445 AAH A6 1K 31/445 A AH 

AAN AAN 

ABN ABN 

ADD ADD 



«3E8S* *8»2R K««©*7 OL (£12 H) «»H«rK< 



(21)tiffl## 




(71) A 


590003559 










(22)HUHB 


^10^0998)3^270 












a. x^;p f i 


(3n«fc*£&#*t 


9 7 0 3 7 6 0 


<72)#9» 




(32)«fcB 


1^7^3H27B 




78110 ;l"#xS>*, 7 




7?>X (FR) 




U ■ 5 s - ^rfnr 5 






(72)^^ 










77>XI, 78220 ^D7H, U 














(74)ttSA 













(54) \3m<r>*m «rSfc7U-»tf^U5>:Wfc;£#>, -eottSj*. Rtf*nS£-&tiE3liaj&&i 



(57) («Eiff) 
[IRS] ffffi^N-T'J-^e^U^WL^, -€•<?>$! 

[SRfe#K] ( I ) 

E V ' 



(2) 



l&WW-l 0-279578 



»-C«qW*. & ( I ) : 

(D 



mtt. l~5coSKSr^L ; n(4, 1 X»42 £3tL ; R 
{4, *mm?. fi®X(i#l£$ <c, -c 5 )T/^;U 

; Arte, T^: 

[<fc2] 



A-CC^-N-T^N-Ar 



f LTAIi, 



* 4 X * 





: X } . X 2 . X 3 &tfX 4 |5|-Ti>. Xli 



HL4] 



CO-N,. COOR 3 



OCOR, 



CH 



R-i , R 2 RX/R 2 fcL ffi~X't>. XteH&^T^Tt) 

-c 5 )r/Mf/i^ >^LTR 4 i*. i^Xtefl-eMo 
x«i (2) m^zm&Lxtt*%-tm&. ztthtf 

£;ft-&5BSXte6gif£7ejft-r&) ) X^tihN- 

[ff*«2] N-Cl-(2. 3-ybKnCl, 

/to -N- C2- (>f l ->f /P) xf;u) r$ 

N— C 1 — ( 2 , 3-ytKc? Cl, 4 ] ^VV^:** 
i^y- t^'J K-4--f;UD -N- <-f >^ 



N- C 1 - ( 2, 3-ytHn(l, 4] ^V^':** 
^V-3-A)V) -N- C3- 



N- (Wy^o/ry-l-^Wf/W -N- 
Cl - (2, 3-ybFnCl, 4J^yv^;**^ 



n- C3- (\yy'y;a/fy-i-^^) roe 

/lO-N-Cl-<2, 3-ybFuCl, 4]^>-y 

N- C 2- (^/y^n/fV-l-^f^) xf-rtO 
-N- Cl - (2, 3-ybHn Cl, 4] ^vW* 
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N- C4- (^/^D/f^-l-^f/H T^lO 
-N- CI - (2, 3-S/h Kn Cl, 4 ) ^/a^* 

N- C 1- (2, 3-ytFn [1, 4)<y/x^ 
^y-5->f;U) -N- (4, 5 

N- [2- (T^yh-l-^W X^3 -N- 
Cl - (2. 3-ytHD C 1. 4]^y/y^y> 



n — (Ty^yh-i-jfr*^) -n- c i - 

(2, 3-ybHoCl. 4 3 sOVi/**ioy-5- 
b^'J K- 4 -4/10 T a yRlf^cny^fVWM 

5, 6-yth'n-8, 9-v* h*z/-2- { 2- 
{ C 1 - (2, C 1, 4] W^*^ 

tr^'Jh'-4-^^7^y)xf;p} ) 



5, 6-yfcHP-2- {2- { Cl- (2, 3-^b 

Koci, 4)<y/^yy-5->f;H e^yf« 
-4->f/U7$y]xf;K i enn[2, l-a34 

5, 6-yhFn-9-^h^y-2- {2- { C 1- 
(2, 3-5/bFnCl, 4 3 ^vy*****^- 5 - 
4 /U) hX>Jh'-4->f^7$y)xf;K } fan 

C2, i - a ) >f v^y y 77;Pis 

1 - ( 2, 3-^'b Kn C 1 , 4 3 KyWttisy- 
5-4 )V) -4- CN-^.y^/u-2- (>fy/y-i 

5, 6-yfch'n-8, 9 - h*^- 2 - { 2 - 
{ C 1 - ( 2 . 3 ->-'b C 1 . 4 3 ^VVV:**^ 

y-5-4/io tr^u K-4-4/kr$>o ) 
tfnnC2. i - a ] >f y ^ y y yRtf^ 5 77^ 



N- C 2- (7f7yh-2-f/P) x^/tO -N- 
Cl - (2. 3-ytHn C 1, 4 3 ^//^y^ 



N- C2- (7^7yh-2->(^) X^3 -N- 
C 1 - (?o^y-8--f A-) tr^y K-4-4rt0 T 

5. 6-yfcKo-8, 9 -5*X h*S/- 2 - { 2 - 
C 1 - (?ovy-8-^) bWJ F-4-4/PT5 

y)xf;n tDD(2, i-a3 ^fv^yyvat^-e 

^^77i«, 6-yhHo~8, 9 

{ 2- C 1 ~ ( 6 -:7/M-o?n-? 
v-8->fyl/) fc^'J F-4"^;ur^y3 xf-/W e 
onC 2, l-a3 >f y*yy>fttf*O^S7v;l« 

[19*313] n- (\y^o7'fy-iM;M 

^U) -N- C 1 - ( 2, 3-^bKd Cl , 4 3 ^y 

vv^isy-^-Mv) e^y K-4-- f/io ra> 
X«*^7v;HRl^r*^. MS3IlX*i2«ciatt^ 

[fi*3l4 ] N- C 2- (7^7yh-l -4/10 x 
^;U3 — N — C 1 — ( 2 , 3-y'hh'P Cl, 43 O 
yy«yy-5-^f;K b°^U F-4-4/W T5> 
Xt«07V/UKBWr*>£. fS^SlXte2k:i£Ktf> 

[II*JI5] 5, 6-yth'n-8, 9-S^h*^ 
-2-{2-{Cl-(2, 3-ytKn(l, 43 ^ 
i^/v-';*^ - b^'J K-4-4/UT5 

y]xf;H t eoaC2, i-a) -fy^yjyxii 
*tf>A. 5 7 v;P»WBT'*> & . 1 Xte 2 fcSEttco 

[fff3<Ji6 3 *(II) : 
Ut51 

A-(CH,) m — C0 2 H (II) 

AWmli BMOIKcBMIfcM'r**) T 

* (III) : 

C-fte] 

R /CHj), 

(in) 

E 



R Auy ( 



T**) T*S#L4T5yi:«^L. * (IV) : 



0 



(rv> 



(4) 
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im*m) mnmmm. mm$m. ms. mm 

[00 0 1] 
[00 02] 



5* ( I ) 
[0003] 
[<t8] 



* / (d V- 



T / Tn 
A - (CH 2>^- N 7V_y N - Ar 



(D 



[0004] Cj^+. mti, l~5tfO^!c£gtL ; n 

(Cj -cjTJWvm. xi*T)\s*>mftimmx\t 

L ; EfcL TkSM^XJi^^/USSr^L : Ar(i, T 

[000 5] 
[fl:9] 




S Q 



[0006] Xfcfc. **XI^NDyyl^tft 



[0007] 
HfclO] 




[0008] 1Xi.X2.X3 Xt/X 4 fcfc. 11 

liAo^yff, U«i#iiXli»«io (Ci - 
c 5 )r;^;u«L<tt (c, -c 5 )r;U3^^. MJ 

R /*< 
^ 1 CO-tt COOR3 OCOR 4 

R 2 ^ 

[0 0 10] Ri . R 2 XtfR 3 {4. H— X(i 



[0009] 

[flsi 13 



[0011] -fen h-yffc»tt<0JR 
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HTi -5-HT 7 0±&7?7*K#S§*rtV*& 
(F.G. Boess, Molecular Biology of 5-HT Receptors, 
Neuropharmacol . , 1994 , 33 , 275 #83) . ZtLt>cr>7 
ftli*. V7?4 7l f zMfiotl&. 5-HT 

i &®mz^x&. 5-HT lfl . 5-ht 1b (ami* 

5-HT 1D yS) W5-HT 1D (£tt«4 5-HT 1D a ) 

(COl^Tte. R. P. Hartig, Trends in Pharmacol. Sci 
ences. 1996, 17, 103#HR) . 

[0012] mtmtc^n&jmws -HT, B 5S# 

commit. zt>(,zmz. 5-HT 1B «s*fcBW&. 5 

LTV^& (G.J. Molderings, Naunyn-Schmiedeberg'sAr 
ch. Pharmacol., 1990, 342, 371; E. Hamel , Mol. Pha 
rmacol., 1993, 44,242: A.T. Bruinvels, Eur. J. Pha 
rmacol., 1992 , 227, 357). Ztlhn&Wfrh. 5 — H 

j: $ %&&vx<?>mmiiM+& z. t anjirc* & . t 

5fl»«ji^©V^«JS-e#ftt-|» (C. Del. Arco, Naunyn 
-Schmiedeberg's Arch. Pharmacol., 1992, 347, 248; 
S. Lowther, Eur. J. Pharmacol ., 1992, 2Z?, 137; X. 
Langlois, J, Neurochem. , 1995, 65 , 2671) 5~HT 1B 

13. -fe o h ^y^iftttfE^co«Stg^^f*l5i^^ -3 

CfflV^itWSi (C. Waeber, Neurochem. Res., 1 
990, 15, 567; K. Herri ck-Dav is, J. Neurochem., 198 
8,51- 1906) . 
COO 1 3] 

[fiS*Ol$»] 5-HT 1B (HWtf>5-HT lD £> *S 

WiBa5W*kLT#arr«*«. 5-ht 1d (Cttfco 
5-HT 1D a)«**fc:o^T«aTtt4fesar^. 5- 



HT 1B /5-HT 1D S«*U^r>K«. Hi®W0 9 6/ 
00 7 2 02MXWO9 6/1 27 1 3(cEttSilT*J 

-/HMtn5-HT 1B /5-HT 1D §s*ry^ 

=f=.XMi. tHBW0 9 6/l 94 77fc:EttS<iTV^ 
h. Ztlt><7)ffimi. *»«WHIS«lllt*«f4tOT 
fcttfcLT*^. »»a«WO 9 5/07 2741*. 

»g»HW^i&3S^fflv^n N 4-r$y^'jyyi 

[00 14] 

[00 15] 5-HT 1B ^CSt|)Mtt^, 
IWCioT, ¥ftrZ 5 — HT lfl Sf* £ coJtKtc X-oX 
in vi troT'Sfffi-T & «I h #"C# fc . 

[00 16] ^/H£*y bTtOfWaRTf-XhSrfflV^i 
b(tZ£-oX (M. Stingle et al., J. of Psychopharmac 
ology, 1994, 8, 14) . Z<7)fta$CD$Lf&mcOT h 

[0017] ^s^fn^ti. 4>tttt^a4Hfto*i9 

*n v~><olk\mto**£fhi%^z. 3oa mms 
W*aVJB8H£(:fl9 ^htihZb h . Z <n£s83fo 

tx/xta y /ur k W" u >-tcit*D t £ m^z\$ . <e 

[00 1 83 -«ELbOj»«WrK^±^«» 

*fca*L»4«*'&fc*r. s ( i ) <mt&faxte£. 

J»W«cllF»L»« «tt*#fc L,T*trESB 
[00 19] ^^J:-5(CLT»t^E3EaK«lii. - 

u mmthmm^zx^xm^hi^. mi, mvurn 

[0020] JUli* JB«0*i»fc«l. «-WH»aiX 
frtW-*««fcJ:oTJWf9. 1 HSO l-3Eia4-S 

[00213 * ( i ) coit^mcommmxh 

[0022] 
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Utl 2] 

A-iCHJn.T-COJl (II) 
[0 0 2 3] (5S<K A&l/mUu ±Mi.tmmx'&z) 

4 S^V-^Srfflv^T, 5$ (III) : 
[00 24] 
[ftl3] 

R. /CHj),, 

-Ar (HI) 



[002 5] R. E. nWArli IMZtWl 

*T*4> T7jkZtL&T$>tzm&2'£. * (IV) : 
[0026] 
[Itl4] 



Q R 



A- 



(IV) 



[00 27] A. nu R. E. n&tfArfcL 

KJtoT* ( I ) «0fc^teS^&£fc 

[0 0 28] 5U I) Rte. *X£»wc, _t 

EfcHirC**) Ofl^ftUL St: RZ (V) 

;WfcXttT9^/Wfc*cJ:o-c. * ( I > R 
tit. **<!0#£*r) ^fc^fejfc^r&ifcfciioT 
c-r**>%. * ( I ' ) : 

[00 29] 
Utl 5] 

H ,<CH 2 ) 



A-(CH,)— N-^ — Ar 



(I ') 



[0 0 3 0] A. nu E. nWArd ±IB 

[0 0 3 1 ] (HDiXteWi* ^ud^^J: 
■5*SB+T\ ^ (VI) : 
[00 32] 
[ftl6] 




N HL 

\ 
E H 



(VI) 



[00 3 3] (*K Ui. JIRX^a^SH^ 



(VII) : 
[0034] 

ArNH 2 (VH) 
[003 5] (S*. Ar«±fBfcR*Tft&) 

[0036] mmizj: *) . -ma±.cott9tmm z FZiz 
( i ) cnit&mcoft^m&m*. $Mfr$>$&\ 

[ 0 0 3 7 ] * ( I > <^^fcS»JJtt£L»*»fc 
[0038] UBHKBtt. Tie^PS^J 1 - 6 KIBShr 
[0039] 

[0040] HAU. Kof lerJlflftK ( K ) X««««T 
<0Jlfi»« (MK) w^WSl^tiB£*snft. 
[0041 ] m^fsfco^ 

MWiMl : 1- (2. 3-ytFn C 1 . 4)Wy 

Xgl : 4-b HD^rW $yf h7t h'D-4H-t 

X^y— ;P8 1 Oml^OT-h^b Ho-4H-tf^y- 
4-*>40. 6g (0. 406mol). 
^Ml 18. 7g (1. 7 lmol)at/*K^h'J 
W118. 1 g ( 1 . 4 4mol)£ x mi&tm&Ltl. 

fc. nmz^-T>u 5oomi^jax.T2 tiimm L<m& 
ttz (ft&&<niffli,zfmx^m&<n^M) . 
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Vm<^^SMA 9 . 5 g (Slfti : 4 6 . 7 g ) $rf#*: 

[00421XS2: h7t h'D-4H- 

Xeit»feil3t'ft*«!4 9. 3g(ft0. 405mol) 
^X^y-^6 0 0ml 4*^7 ^---y^l 5mlhil^ 
U *<7Xk. m&mt. 5X1 0 5 Pa ^**JBETC. M 
fflr4BMB**fcUfc. 9*---y4r;^r*Ufc«. 
4. IN x— r;HtWb**2 0 0ml £in 

*<0f&, ?£&£®*LTf9ra^^tt5 2. 6g 
(JHftfi: 55. 7g) ztiz*<ot*m^ 

fc. 

[00431 X63:1, 5-^0^-3-7^^ 

±iE^XgT1#Mlfc4fr^5 2. 3g (380mmol) 
£ . SSfflJWfc**R (60%)O380ml ^SfiTSM 

L. *tf>f£. *5 o Omi^Jn*.*: : ft#»fcB^#*r 
astfc. £***JfrU *^)«. HfflSfcfcFJMU IMS 
£/hS<3*"C8fcvv ftivrx— 7^2 0 Oml^-CH^ 

ItHSWILfc. £tf)J:3fc:LT, WMoft*W6 
9. 5s«WS»*fcLT*fc («*: 5 6%) . 
[0044JIS4 :flUM:£ft 
±ie^XaT»fe*L^ft-&*l 2 0 g ( 5 9 . 0 mmol ) 

ISt^oo^yi 2 0mHc}g»L^5-r5 
y C 1 , 4] \yy'x^f>8. 9g (5 8. 9mmo 

ml&lMN JgR2 0 0ml£J:9. flTX-f/KW 
L (*U*L»> . lWLa*4, jWcKft^h'J^ 

m&x'Tj\st?vmzLx. mm. »»x^2oomiT 

«U «SSL (1 5gK 5/'J#y/l/W>?n 

/★SHbTy^-^A. 95/5/0. 5)fcftUW 
«C0*«W4 . 7 g hfl^fc LTttfc 

1:13. 8g) a 

[0045] WH2: 5, 6-ytKn-8, 9-^ 

>* h^r>-eno c 2, l-aj y^y-/u-2->OP 

PI! 

XSl : 5. 6-yth'D-8, 
C2, 1-aD >f v*y-;i/-2— OPiS^f^x^ 

x^y-;H00iDi^l-^f;^6, 
is-3, 4-^'b Ka-f y*/yyi 0. 3g (50. 
Ommol) s 4-^na7-fehii^f^8. 3g (5 
5 . Ommol ) XtXKK**-*- h 'J 1 2 . 6 g (15 
Ommol) £5B^SBtW»Lfc. a»W6HLfc». Btt 



S^nD>^>2 5Omlfci:0, *EL *2 0 0mir 

ca«Lfctt. aa ( is. 5g)tH*wsoo 

gW07h^7^- (iKif: is9nu*9» 
fcftU gm±f&m8. 5g«ftft(iltt: 15. 1 

g) . 

[0046]I12 :8Sfl:^B5 
J^^XSTl#fetLfcfl:-&!ft|8. 4g (27. 9mmol) 
fe^^y-yP5 5ii*c«BS*fc«Bi»t:. 2N *®tft 
*MJ<rA*«17Bl (3 4mmol) ^g^tiTL, ± 

tbz-mmLfzo mmmLtztk. »ss:*5 0mnc 

fcO. x— f^5 0mlTi5tJf L*:. *WI«rlN J&R5 0 
■ltWttfcU ffGL ^aDjX^V2 5 0ml-C2IUffl 

S: 8. Og). 

M.p. (K) = 1 79*C. 

[0047] HHM3 : 5, 6-^bKofcTnn C2, 

aiS«l2«0*ffifc:»tT. XSlTl-^^-3. 4 
-yt Ka-f y*y U ySJBwtllWUfc. 
M.p. (K) =7 5—8 5°C. 

[0048] HK0H4 : 8-?on-5, 6-yth'n 
-9-^h^yfDO[2, 1 -aD ^y^y-/U-2 

M.p. (K) = 1 28'C 

[00491WRM5 : 5, 6-ybHn-8, 9-^ 
yh^>-trnnC2, 1 - a 3 >f V*J—)V- 2 -4 

ISl : 5, 6-yth'o-8, 9 -S/'y h^tfon 
[2. 1-a] 4 y^y-/u-2->f;^;i/^»x^ 
ypxxf^ 

MI!i5!I2OXgl«0*-ffi(c*tT. 4-?ooT-trhP 
-ICttU 7«?Si:tTCH 2 C 1 2 /CH 3 COOC 

2 h 5 (98:2) m&mi&zm^xmwLL. 

ft$r7 7%c7)lK^T1#^o 
[00 50] 1^2 : Wftfll^ftl 
IW«2<0Xa2^*8BW|ifcT. J8»kLT^^y- 
;P<7)7&*0^x^y-;u*flB^TPi8L3t. 

M.p. (MK) = 238— 242'C. 
[00 5 1 ] liM^J6 : 1- (6-y^n^o^y- 

8-^fyu) -4-r^ye^'jy> 

Iil : 6 - 7 ; n-ey - 8 - ^/Pmf t K 
6-7Wo^D7>'13. 74g (90. 28mmol) 
• imt* * W > 2 5 0 ml (c»JB Lfc • 0 0 C(C^ 

T i C 1 4 20. 1 5ml (0. 18mmol)$:^TL 
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vv£\ a, a-y7nn^f^X-f^8. 7 8ral (9 
9. 3mmol) fcjnifc. A**M1T-«K*U 

£S&17. 7g^y'JWWD?h^7^ 

CH 2 C 1 2 /is?U^**ry^ 50/5 
0) fciOMKLfc. BW*MfeJfift6. 3g (flX 

38. 7%) . 
[00 52] lH 2 : 6-7/^n;P7y-8-^P 

±a<^XSTi#fe<X^T/Pxt HSrT-fe h V 5 2 ml fc» 

7. 4 3ml Sr. iOKSrl OrjaTfcftfeitffe*^ < 0 
STL*:. ^*ffi&T4i5IBHH¥U T-feh:x£®i 

&Mm5. 3 lg («*: 7 7. 5%). 

[0 0 5 33 Ii3 : N- ( 6-7/^D^D7y-8 

h/UXV 1 3 7ml . ±ie«0XST»i?>il^K5 . 3 g 
(27. 0 7mmol) . MJX^T$V4. 7 2ml&tX 
y7x-;^7t , J/l'ry'K7. 29ml (33. 83 
mmol) Tffi&LZtLtimm*. 9 0X:T2vmttnf&Lt:. 

3. 5 2mlS:SDtT. ^*SrHiSST2 O^HScSt. 

o. 5N jssl stx*. «aawc*t>'j^» 

[0 0 54] XS4 : 8-T^-6-7Wp^D7 

y 

XS3T»fe<TJfe<fc^*8. 1 g$r^^y-/U8 0mHC 

[00551x^5 immit&m 
fc. 

[00 56] XMfll : N- C 1- (2, 3-^'t Ha 
Cl. 4)^/y'^y>-5-^;U) t^'Jh'-4 
->f/U] -N- C 2- (^y/y-l-^f^) Xf;P] 

III :B/7$y*yry^ 

7 5 g ( 4 . 3 mmol ) SST. #/Ptf?X;P>? 

4 $*V-/K). 73g (4. 5 mmol) JgCCjD^.. 

>*V5ml+4)l- (2, 3-yhHnCl, 4 ] 



HMlfcCtSLfc) *>1. Og (4. 3mmol) fcSMK 

tot. %<r>tk. aa-c-H«BP*wtfc. 

uu**y\ 0 0mi£SaniU £#£1N *!Kfc^hU 
0 0mltSfc»U *LT*1 0 0mlT8fe#L 

Wl. 5 5g*»fc (SMS: 1 . 7g). 
[0057] I*§2 : T S HOKE 

fh7tFn77Vl 5il+0±ET»fe<lfcft** 
1. 5 5g (3. 9mmol) SRS^. fb7tKn77> 
Sml^tf^V-^^X/P? -f K 1 . 1 2ml ( 1 
1. 8mmol) ttWCWFU ^^-^fgap^L. 

#^vt\ IkJfrLfc. >^y-;P7mlSr^ftTSPi. £ft 

U SBBLfc. «tt ( 1 . 5g) *is>)i3¥)V 

17 0 gW07b/77^- : y^DD> 

*y/*9 J—)V^ 9 8/2- 9 0/10) fcftU B 
ft<7)£j£^0. 9 3gSraaflt<0iSa^JBBT»>t!. 
^ WMBMStt . x * y -;H*<0 2 % y v;l4Htt£> 1 =3 

<7)£jft^0. 4 1 g£ftfc. 

M.p. (K) =189—19 2°C 0 
[0 0 58] HJSCT2 : N- Cl- (2, 3-yhKn 
Cl, 4^*^yVV**isy-5-A)V) t^'JK-4 

-4/10 -N- {4>¥>- 1 ->OkX^/U) rS>& 

psoftbotcw v^y- 1 — ' nu*>u#yw&m^x 

M.p. (MK) -2 1 7 — 220"€ 8 
[0 0 59] ^M0ii3 : N- C 1 - (2, 3-ytKn 
Cl, 4) Ky*fi?**isy-5-4H>) WJK-4 

—<i)Vy — n— c 3 — (-f^y-i-^f^) roe 

H»J 1 ^^i^llM^ LT. Ill o>f >r 
y-\-A)VWmnRJo*)\,z3- (Ayyy-i-4 

iv) -ruvj-ymzm^xmmLt:. w^77 
jummt. mmmicoxm2co'%mi f zmtx%t>ti 

fz. 

M.p. (MK) =199-202 e C. 
[0060] HSfe^J4 : N- (^y/y^o/f ^-1 

-> f;^f*;P) -N- Cl- (2, 3-yfcHo(i, 

4] ^/y^yy-S-^f/l') f<'J F-4->f 

y- l ->f;«^D^^/^;n/fv- l - 
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tfiM i oxg 2 nymizmtT'&tztit: . 

M.p. (MK) =2 24 — 2 2 6"C 0 
[006 1] : N- C3 - K^/y^D^f 

>--l--f/U) rne/>] -N- CI - (2, 
Ho CI, 4)^/y^xy-5-f;H tr^UH 
-4 -4 /to r$y&W^77;«i 
Hififll l o^^oPi^icS 1 1 . ia 1 *w v*' 

m&te > HtfeM 1 <9Xg 2 co*ffifcJ|S t Tf# £>it*: . 
M.p. (MK) =1 78—1 8 0*C, 
[00 62] mmme : N- C2- (^yVy^n/f 

y — 1 xf;u] — N — Cl- (2, 3-ytH 

oCl. 4)W^i/y-5-^H e^'JF- 

mizmixmtiti. 

M.p. (MK) =1 86—1 8 8t e 
[00 6 3] : N— C 4 — (K^/i/^n/f 

y-1 -A)V) -N- C 1 - ( 2, 3-yhH 

oCl, 4) / <.y/y^yy-5- > f/H t^'J 

gmcotth*) £4- (^y/^n/f^-l-^^) 

M.p. (MK) =2 0 1-20 5-C. 
[0 0 64] : N- Cl- (2, 3-ytKa 

Cl, 4)^yy , y«yy~5->f;i') tr^u F-4 
-N- (4, 5-y7h^y^/y^o/f 
y-l--f;^^;U) r^W^77;«I 

IW i <?)4«!»<oWH*tB(s» tr . xs i <o>r 
y-l— f 9 £4. 

M.p. (MK) =2 1 8— 22 2°C a 

[00653 mmm9 n- C2- (r^yh-i- 

■>f;U) xf;H -N- C 1 - (2, 3-^'t Ho ( 1 , 
4)<yV'y^yy-5->f;l/) 

/to r$y&w^77/«ig 

M.p. (MK) =2 5 1-254*C e 
[0 0 66] HS60I1 0 : N - (T^Wh- 1-^f 



rt/) x*7lO -N- Cl- (2, 3-ytKD(l, 

no r s y&w^77ymKi 

mmcoith 0 fcr ^ v V - 1 - ;W;^>litfflt * 

Km 

M.p. (MK) =239 — 243X: o 

[0067] mtmi 1:5, 6-yhHn-8. 9- 
{2- { Cl- (2, 3-yhKo 

Cl, 4] K>Yit**isy-5-4 )l>) hT^U K-4 
--fyl/r^y] x-^/W I t°oo C2, 1-aD-fV* 

If«W)ffcb9fc:5. 6-y'th'n-8, 9-^b^ 
euuC2, l-a] >f y*y-;u-2->f;p*» (H 

Uttffll l c7)xa 2 (ry^mzm tx n^tifz ■ 

M.p. (MK) =208 —2 1 3°C. 
[0068] mmmi 2 : 5, 6-xfcKn-2- {2 
- { C 1- (2. 3-ytb'D C 1. 4)^/y^ 

5/y-5--f;y) tr^'j H-4->f;ur$y 3 xf 

;K }enn(2, 1 - a ] A 'J >-&t/^<7)^ 

^KcO^0tC5. 6-ytFoh'DDC2, 1-a] 
JV*S-fr-2-4)im£ <MR3fc:iBBLfc) 
v vc BOB L . ^ •$ 7 v/l/SBBSte . HS£#J 1 2 

M.p. (MK) =22 1— 225°C < > 
[0069] IBfcffll 3 : 5, 6-yhKn-9-^h 
*5/-2- {2- { Cl- (2, 3-S/b h'u(l, 
4]^/y^yy-5->f;U) tWJ 
7a/)xf^} } h s nn(2, l-aMV^VUV 

P^ft^0^8-^oo-5, 6-ybh'n-9-^ 
h^rv-h-no C2. 1 -a] V*y*-/W- 2 --f 
B? (DHHtciEflB) *jav*TIURUfc. ^$7V/l*R 

ma. mrnm 1 on 2 ^mzm txn^titz . 

M.p. (MK) =252-255°C. 
[00 70] ^&fe#J14 :l-(2, 3-yfch'P 
Cl. 4] OVy^yy-5->f^) -4 - CN- 

^y/i/-2- {4yy>-i-4)V) x^/ur^y j 
f^y y>R^<^7 v;P»BHS 
m»J 1 0^nit1^to4»iilil 1 . 0 
g ( 2. 6mmol) . IIYb^VSy/UO . 3 1ml ( 2. 6mm 
ol ) % &m*I 4 6 g (10. 6mmol ) RUT 

±b>3 0m\Zm&X'm&Ltz. ^OS^B3$r2 4^H 
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1 . 2 3 g&j»B«<D^T19fc. fflSt^77;P8 

M.p. (K) =12 5—1 28 e C„ 
[007 1 ]H$6#J15 : 5, 6-ytKD-8, 9- 
S^h*>—2- { CI - (2, 3-yth'Q C 1 . 
4] ^/y^yy-5-^/H tr^yK-4-4/P 

9 (c 5. 6-s/bFa-8, 

■ <IMB5fc:lBRLfc> tfflwt, ttX^JBTflllM: 

1 «OIH 2 tf»5« (Cfll fcT» . 
M.p. (MK) =244 — 24 6*0. 

[0072] mmmi e n- C2 - (r^v^h-2 

-4;U) Xf-^] -N- CI- (2, 3-ytKo 
CI, 4] OV^^S/V-B-^/U) tT^U K-4 

^M^Jio^(c*tT. xgitfWy^v-i 

m<mmxmmfc&mzmi vtz . n^ty^nm 

M.p. (MK) =226 — 230°C. 
[0073] USS^J 1 7 : N - C 2 - ( W^F - 2 
-4/U) xf-rtO -N- CI- (?nv>-8-4/U) 
tr^'J K-4 -4/10 r^SW^7^8H 

sm«i^*ffi(cfl6cr. iai^i- (2, 3-^t 

HnCl, 4) / <//^*^-5-'(/H-4-r 
^/^'J zSxnftb 9 fc: 1 - (?u^y-8-4;u) 

-4-7$y^'JyV, ^LTXgl^M^r^-l 
- 4 /UBHgcDffcb 0 tcr y h - 2 - 4 /tfHR* IB* * 

M.p. (MK) = 2 52-256°C 0 
[0 0 74] HJS0918 : 5. 6-yfcKn-8, 9- 
{ 2 - C 1 - (^nw-8-4;P) 
t^'J H-4-^;l/7$y] xf;H ton [2, 1- 
a ] 4 V *J y V&t^<0^ 5 77;HH» 

sgtfeffli i t r . mmm 1 ^Mt^ft^fu? 9 tc 

1- (?ov>-8-4/U) 

^LTX*il<7)4 1 -4>HWW)ffch9fc:5. 

Kn-8, 9-i/^ h^fi/eon C2, 1 - 
a] 4y^y-7P-2-4/Hf»Srffl^T. SX^JBS 



mm i coxg 2 t xn . 

M.p. (MK) =23 1— 235«C 0 

[0075] mmmi 9:5, 9- 

>M h^fx-2- { 2- C 1 - (6-7Wo;o7y 
-8-4/U) tT^ll K-4 -4/UTSvO x?-;W} hTo 

oC2. 1-a] 4v*sv>Axfz<7y^$y-?tio®m 
m 

mmm 1 tx , turn 1 ^Mfc^*<ottfo 9 «c 
1- (6-7Wo^n7y-8->f^) -4-r$y 
e^y^v (iW0i6(cBtt) . -e ltxs 1 <?)4 
y-l-4;HI«K)tt*0fc:5. 6-^bKo-s, 9 
-y7h^yfoo[2, 1 - a ] 4 y*^-/U- 2 - 

M.p. (MK) =2 1 5 — 2 1 8'C. 

[0076] mmm2o -.mmm 

5-HT 1B ^ 

a) m^mm 

T\ 4mMcOCaC 1 2 0. 1 %TXn/Ut*>'l^^W 
-r^>50mMh'jXHC 1 (SSTPH7. 7)c020^ 
(Mft/fflt) tmyWXL, 4 tf Ct2 5m 

4 8, ooogtatmfc. Jt»»*:a*u ah 

ttO-bnh-ySratii-r^^^. 37TTC1 54HStg 

mz. z<am$6fe&4x:x2 5#es. 4 8, ooogt 
»M«stu ioacm /w$/y v«r*qrr s« 

«»8 0«C?WSLfc. 
[0077] b ) gr&lsti* 

TIEO|g«?R*T% S^-^ ( C 3 H3 -GR 1 2 5 7 
43) ^3 0ff^^ : 4mM<7)CaC 1 , . 0 . 1 %T 
Xr7/U£>1^LT 10/zM AV^yijy^tfl, 5 0 

mMhyxHc 1^500^1 coft»sft«. sattty# 

^*£^i-*tf)fc-feohxy ( 10>uM)£ffifflL 
fc. «teH«TfcL ( 3 H]-GR1 25743« 

fcrioTBM&U SaT604»aa(t^. o. i%^y 

x^-1^^4 $>X*M%mL£z Whatman GF/B7-f;^ 

"r-sjHttty^Hsaectjv^T. ts^*^9o% 

[0078] T-^C0^f 

Kd<i (ucsttty^FojWKsa) . ^n^tco^ 

WBmaxl (^{5Oft±t50 . 3S^H»tCO^T^» 
I C 50 ffl ( 5 0%ffl ! KgJ&) . ftl/H i 1 1 RSr«5&f 
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ZtlMZPR I S M7a/7A' (Graphpad Software In 
c . , San Di ego . CA) V H8»HI»ffi^ i^Tf- 
?&fflVrL£l* Cheng-PrussofS: 
[00 79] 

Ki = I C.o/1 +L/Kd 
[0 0 80] u4«a«»uxrvH»Kt«-*-) 

(Ci9. ffiW^ifc (K i ) tJUHLfc. feJUii 
[008 1] 
Hfcl9] 

pKi =-logKi 
[00 82] tLX^flh. *mi0>tt&W±* 5- 

MfcLT* IBIM9aft«ft«>pKiUU 8. 0T$)o 
fc. 

[0083] 5 ~HT lfl iB*p 

SIR (S.J. Peroutka, J. Neurochem. , 1986 , 47, 529- 
40, M.J. Millan, J.Pharmacol. Exp. Ther. , 1994, g>_ 
8, 337-52#HB) lc3m%tlJZ'jMM<7>%&lz£ oT. 5 
-HT u «««ao»^WII«r?fS:ofc. MA*. *tt9 
pKi kLTftLfc. 

[0084] *9HHOfc&fttt . 5-HT lfi 
[0085] *^0flco^ft(Offiix^as?ttSr 



[0086] y MC&tt&ftoa^Tf-X h 

^/l^vhSt^fcAifflOlMHk 3*cOa'^»j^ 

[0087] T rf -X h **i«i<D*;H& >y h 

[0 088] ry^^-xh^ &A<01 
7"Oh^r^7^h5-HT 1B : GR466 1 1 
(5mg/kg/ml) £IBBrt£?ltfaAUfc. *Wt\ 3 0 

[0089] INHcfflvvbSKi. *£MifcWHWc:*j 

^LTB*ra^(t 30 . t 60 . t 90 , t ll0 )t:T*. 

[0090] LT . *W%<n^to<rM%:* . t 90 

rv^^^h^LTffffl^HjHswi i coit^mcom 

[009 1] 



?£A1 

(a) 


&A2 
(b) 


AT°C 
(90 min)(b) 


AT°C 
(120 min)(b) 






0±0.i 


0±0.l 




GR466U (5 mg/kg) 


-1.05+0.13 


-1.40+0.36 


0.04 mg/kg 


GR46611 (5 mg/kg) 


-1.10±0.36 


-1.43±0.24 


usseu 1 1 o&m 

0.16 mg/kg 


GR46611 (5 mg/kg) 


-0.57±0.17 


-0.67tO.28 


Sffiffl l i o>^m% 

0.63 mg/kg 


GR46611 (5 mg/kg) 


-0.37*±0.14 


0.5O*±0.18 



(a): 

(bhffifcfc, *«ltt±s.e.ni.Ni6ffl*fcO 

* :P<0. 0 5 Dunnett^SiCcfc-6Wtrt:^^ / /GR46611 



[oo92]77 wz&tf&mmmxmM 

7 7hHyh/N>t7-^ <6 0mg/kg % JgKrtia 

"CI»Lfe. W*«rKoph^fflK«fc«{IL. Paxi 
nos and WatsonT h7^ (1982) CCTIfi^iS 
*VO>&ffi8h AP : +2. 2, L:±0. 6, DV: 

-o. 2CKot, *-*-i/Bwafciinis*<of 



y >tm mm < o . 1 m>tph 7 . 3 £«ss*ut 1 

4 7. 2mMc7)NaCU 4mW0K C 1 RT/2 . 3mMC0C 
aC 1 2 ^}8ffl[SrfflV\ 1 ml/min08BSTHg|L^. ffi 
ia»<^2«ffltt. 2 04HWC4B*RL ttfrSrSORL 



(12) 



WBB¥ 10-279578 



[00 9 3] F-A'$y, y;Uxe*:7U:x&LMrub 

20u\ £^»ffl (NaH 2 P0 4 : 7 5mM. EDT 
A:20juM. Hf^VX^ygth : 1 mM. 

1 7. 5%. h'jXf^TS^: 0.0 1 
P H: 5. 70)c020|tl T'#RU 3 3/xl 
t-t^^7 NT" 4 5X:fc:iBfflL^iaMa^9A (Hypers 
il ODS 5jum, C18, 150x4. 6mm, Thermo Separation Pro 
ducts, Les Ulis, France)) S:fflV^HPLCCj:oT 



2 8 0mV (IHfc) fcg]£L*:. Beckman 1 1 6#>y°& 
2ml/min<08531T#lirtaSraAL^. H-^S 

X. ATmmazXO. l. 0ml/kg SrftALfc. 

^Newman-Keulsf-^ h (P<0. 05) Sr. £$$J<?) 
[0094] Trf-J* b<0*§-£\ -trn hr.y^«Mh« 
[0095] 7y^-X h<9*§-g\ *«B-H^fk**Sr 



(si) i nt. a .« mm^ 

A6 1K 31/445 ADR 

C 0 7 D 409/04 2 1 1 
411/04 

471/04 1 0 2 
// C0 7M 7:00 



F I 

A 6 1 K 31/445 
C 0 7 D 409/04 
411/04 
471/04 



ADR 
2 1 1 

102 



(72) JMB* ^)V9 ^=yV 

TA-ri/yTy^^pyy 19 



y^y^E. 93200 -fry— r/U'? 
r— ;U • 7x'J ■ 7*— )V 11 
<72)*»t ^rl/'J-^f^/ 

y"yV7.m. 78300 jKVW. 

jl • 77>isjL • H -7 ■ ^ — a. 31 



